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(57)Abstract: 

PURPOSE: To obtain a reverse transcriptase inhibitor having a strong inhibitory effect on a reverse 
transcriptase produced by HIV and useful for improvement and prevention of AIDS and for suppression or 
retardation of the crisis after infection with AIDS virus. 

CONSTITUTION: There is provided a reverse transcriptase inhibitor containing 2 , -deoxy-L-ribonucleotide-5- 
triphosphate, preferably 2 -deoxy-L-thymidine-5'- triphosphate as the active component and having a strong 
inhibitory effect on a reverse transcriptase produced by retrovirus. This compound can be produced by 
converting an L-nucleotide (an optical antipode of a natural type nucleotide) into its monophosphate, e.g. in the 
presence of phosphorus oxychloride and subsequently synthesizing its corresponding 5'-triphosphate compound 
therefrom, e.g. according to phosphorimidazolidate method. This compound is also useful as a regent for studies 
in the fields of biochemistry, genetic engineering etc. 
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7JU^-n- L-S^S>>(FTC, Antimicrob. Agents Che 
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L-*S^>2 0mq (0.0 8 3 * 'J*Jl/) &*)A,WthV 
x^;UlmlCc;?gJi?U - 1 O^Ktftffll/fcSL t*^*B 

^bO A/5 omi £astraufc. 4°ctcr i 6B$rastt;s-if 
fca, sis** i Meawc*t m •> *#*«2 mi^s 

Cc4MROft:4& ?nn*^Al OmlT 3@gt^L/c fl * 
l^DEAE-t^a-X (3cm I.D. X 7 cm, whatm 
an DE-52) CC^S$^r*StL/cf^ HJX^7>* 10 
^^Ab'^7-^V KDit*i*«^JE (0 -0.3M, 5 
0 0mlX2) ?®ttibtc 0 5' 7 
^>s>*3lfi£rC«fflU 2' -t^ + ^-L-?^ 
> 5' (L-dTMP) £f#fc, 505 OD 

2W (0.1 N HC1) iR$ 6 3% 
[0 00 6] 2' -y"t^^-L-^l^> 5' 

475 0ft, r *^^;u*;VA7$ FKlfflWU 
ajl^jl^-f ^ 0. 5 mc&®1)m, JMMfcX 

3.5B$HIS#Lfc. >^/-;U5.4/il £#SMOT3 
0^PB¥Ufc«. t"n^MM:/^7S>i&^y* 20 
J1,*JUA7* K?§ij£ (0.6 5 ';^Jl//ml) lml£j$JJlJL 

«**5 0im5c*»i/t:. ffiftRiVvAtaani/fc- 

«^*>CC1 O^BBBffUfcftKaiiiL/, 3S»(C7K5 0n1 
*»JraorS«L/fc. CCD®E^DEAE--ir;un-x 
( 3 cm I.D. X7 cm, Miatman DE-52) frC©S£tfT7k 
iJfeOfcS. hyx*/I/7>*-9Abr#-#*~h©ii 
iSifiS^S (0-0.5M, 5 0 0mix2) rSUlOfc. 

2' -m>'-L-f$^>5"-hV0^(L- 30 
dTTP) 4fcfc B 370 Oft.i (0. 1 N HCl) iK*7 * 



A max 267 nm (H^O) 

Steffi e(p) 267 nm (H 3 0)= 



» 8% 
3,200 

»J<fi £(p)=2,900 

HPLC»ffi : ft&BftBI 6.8# *&g9 7% 
#^A YMCODS A-3 0 2iHffl8t]|f, *-7-fe 
h~ V V)1*S<£.V1M h yx*Jt/7>*~^A7-fe?*- 
h*8KK (pH 7.0)(78:2:20, v/v/v) , S5ljIlml/#. 
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±K<D2' -mv-L-fS^> 5' -hy^ 
R (L-dTTP) ^m^XK^m^tf^A^XO 

a), 7 * hDNAdOJ^-? — tf/S(PoliS : Date, T., 
et al., Bicxzhemistry, 27, 2983-2990, 1988) v ^>|ff 
EDNA^yy^-HfrCPolr : Izuta, S., et al., B 
iochem. Biophys. Res. Commun., 179 , 776-783 , 199 
1) , fcitfH 1 V- 1 fcfcCDU YuVJbX&Wm 
S(HIV-1 m^M^tCo DNA^'Jy^-^iUhn 

6 fWStifclfJRr**.. Bfti£1$fll£tt» «T©S 
lCC*T*ff*flIl>. &#'J>5~tf4 3 7T:r2 0# 
W^^-hum SXatLZtiMbr de si^* 
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HIV-l RT POl a 



Pol <3 



Pol r 



50 mM Tris-HCl pHS.3 pH7.5 pH8.8 

40 mM KPi PH7.5 

NhCl, 0.5 mM 0.5 nM 0.5 mM 

Nt*Cl 2 4 mM 

DTT 1 mM 1 mM 1 mM 1 mM 

BSA 100 Mq/ml 400 M q/ml 400 Mq/ml 400 Mq/ml 

KCl 50 mM 100 mM 50 mM 

#D[rA] 20/iq/ml 40MQ/ml 40m q/ml 

tfy^MT] lOMQ/ml 40 M q/ml 10m q/ml 

SttftDNA 100 Mq/ml 

[' H] cfTTP 50 M M 50M M 50 M M 50/iM 

cfcTP 100 MM 

CCTP 100 MM 

cCTP 100 MM 

SSKa^y 0.1-0.6 0.1-0.6 0.1-0.6 0.1-0.6 



[0009] ±E<D#DNA#!/-*5~ fe*Ctj*rr£2' 50 -ft+^-L-^$^> 5' -H;t>A,&(L-d 



(4) 



9 3 64 5 



TTP) OfP«*5 0/iMdTTP#aETrttttOft:. 
W^iUr, tSHI VWt0rffl3EPO3' -TS>F- 

(AZT-TP: Oio, K., et al . , Biochem. Biophys. Res. C 
cmmun., 140, 498-507, 1986) k£Zfa - d TT P (Yam 
aguchi, T. , et al., Chem. Pharm. Bull., 32, 1441-1 
450, 1984)tJSl>fc. Pola^SI^^'^^^-i L/TrS 
WtDNA*flH>fc»^ L-dTTP«cJ:*ia«tt* 

T#aB»aSW»6*iaK:rffft*-3fc. Pblr 
{C*fur» % L-dTTP«:J:SfflSSti*AiBS)6nft: 
**, AZT-TPiltlWai, *OH»£tt»**ffi 
£/c v a-dTTP« PdlTCCjffLratiB* 

tfl^i, L-dTTP«HIV-l RTCc^furssrcsHIS 
f^«t*Lfc. feS^Hl fcC>L04fc?5Vf D S4frc^ 
2*ifcL-dTTP(DKiv-i RrtC#^-Sffl*J»SCC^l» 

54 >^ -a — ji-p • ^ 9 hrRBHMHl 20 

ftlttfLfciCi, L-dTTPBltjrr*SdTT* 



* pt^SfflWr&ci^stifc. Hiv-iimc»r6L 

-dTTPOKi/Kmitto.0 7-C*D, L-dTT 

pbhiv-1 men lx. ssrcDd tt p <t o &m 1 4« 
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[S3 ] «>S/BFJ«DNA#y^^— IfTKlW'rS*^ 
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